ISIS-2960 PATENT 
In the Claims: 

Please amend claims 1-41, 43, 45, and 46 as follows: 



' l7~~ (Amei5ted)~A method of [generating] defining a set of compounds that modulate the 

expression of a target riticleic acid sequence via binding of said comp ounds with said target nucleic 
acid sequence comprising generating a library of [nucleobase sequences in silico according to 
defined criteria] virtual compounds in silico according to defined criteria, and evalua ting in silico 
the binding of said virtual Compounds with said target nucleic acid acco rding to defined criteria. 

2. (Amended) A method of [generating] defining a set of [compounds] oligonucleotides 

that modulate the expression o&Uareet nucleic acid sequence via binding of said oligonucleotides 
with said target nucleic afcid sWuaice comprising generating in silico a plurality of virtual 
oligonucleotides according to ddMecLcriteria, and evaluating in silico [a] the binding of said 
plurality of virtual nlignniicleotidfe a with said target nucleic acid according to defined criteria. 

3 (Amended) A methocftof [generating] defining a set of compounds that modulate the 

expression of a target nucleic acid sequence via binding of said compounds with said target nucleic 
acid comprising* generating in silico aVbrarv of virtual compounds according to def ined criteria 
wherein said virtual compounds modulate the expression of said target nucleic acid sequence, and 
robotically synthesizing [a plurality of defined oligonucleotide] synthetic compounds corresponding 
to at least some of said virtual compounds . 

4. (Amended) A method of [generating] defining a set of compounds that modulate the 

expression of a target nucleic acid sequence via binding of said comp ounds with said target nucleic 
acid comprising generating in silico virtual compmmds according to defined criteria wherein said 
virtual compounds modulate the expression of said target nucleic acid sequence, synthesizing 
synthetic compounds corresponding to at least some df said virtual compounds, and robotically 
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chemical or biological prop&rties. 
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one or more desired physical, 
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(tended) A nWthod of (generating) defining a set of compounds that modulate the 
expresstonofatarg^ 

ISKU^compnsinggene^ 

to efined criteria and evatuatii ,„ s iliC o a plurality of virtual oligonucleotides having said 
nucleobase sequences according tA defined criteria. 

6- ( ^ e " drf)Am ^» f l8»erati„g,der^a S e,ofe„mp„u„d Sl ha tm odula.eu,e 

ex^ss.onofatargetnue.eicaeidse^ceviabindin.of^iH, ^ 

comprising ev,,u >t i llf tt^ . plurality ^ £fl ^ 
accords to defined criteria »d robotiLJ.^ . plurality of ^ (oligo „ 
compounds corresponding to said plurikoTOtuai [oligonucleodi.es) soa^ 



■ ^^A^^-tmgid^asetofcompoundsftatmodulateme 
express.onofatargetnucleicacidseauence.Ui,^^ 

icid^e comprising evading in sMcX plurality of ^ [oligonucleotides , 
accordmg to defined criteria and roboticaliy ^saying a ptality of « (oligonucleotide , 
compounds -^-,.1^^^^ 
more desired physical, chemical or biological properties. 



(Amended) AmethodoflgeneranngjUungasetofcompoundsmatmodulateme 
expresstonofatargetnucleic^^^^^^ 

iCid^comprismggeneratingalibra^ofnucleobLesequences/^ 
OTte ™^™botically synthesize 

nucleobase sequences. 



I compounds having said 
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9. (Amended) A method of [generating] defining a set of compounds that modulate the 
expression of a target nucleic acid sequence via binding of said compounds with said target nucleic 
acid sequence comprising robotically synthesizing a plurality of synthetic [oligonucleotide! 
compounds and robotically assaying said plurality of synthetic [oligonucleotide] compounds for one 
or more desired physical, chemical or biological properties. 

10. (Amended) A method of [generating] defining a set of compounds that modulate the 
expression of a target nucleic acid sequence via binding of said compounds with said target nucleic 
acid sequence comprising generating a Kbrary of nucleobase sequences in silico according to defined 
criteria and robotically assaying a plurality of synthetic [oligonucleotide] compounds having at least 
some of said nucleobase sequences for^ one or more desired physical, chemical or biological 
properties. 

11. (Amended) A method ofjs&ierating a set of [compounds] oligonucleotides that 
modulate the expression of a target nuclei; acM sequence via binding of said oligonucleotides with 

^ "L^ said target nucleic acid sequence , comprising^ne steps of: 

(a) generating a librarytrfnucleobase sequences in silico according to defined criteria; 

(b) evaluating in silico a plurality ofYirtual oligonucleotides having the nucleobase 
sequences of (a) according to defined criteria; and 

(c) robotically synthesizing a plurality o ftsvnthetic oligonucleotides [oligonucleotide 
compounds] corresponding to at least some of said virtual oligonucleotides . 

12. (Amended) A method of generating a set\f [compounds] oligonucleotides that 
modulate the expression of a target nucleic acid sequence via binding of said oligonucleotides with 
said target nucleic acid sequence, comprising the steps of: 

(a) generating a library of nucleobase sequences in stiico according to defined criteria; 
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(b) evaluating in silico a plurality of virtual oligonucleotides having the nucleobase 
sequences of (a) accordin&to defined criteria; and 

(c) roboticaliy assaying a plurality of synthetic oligonucleotides [oligonucleotide 
compounds] corresponding to\at least some of said virtual oligonucleotides for one or more desired 
physical, chemical or biological, properties. 

13. (Amended) A method of generating a set of [compounds] oligonucleotides that 

modulate the expression of a target nucleic acid sequence via binding of said oligonucleotides with 
said target nucleic acid sequence , comprising the steps of: 

(a) generating a library ofnucleobase sequences in silico according to defined criteria; 

(b) roboticaliy synthesizing a plurality of synthetic oligonucleotides [oligonucleotide 
compounds] having at least some of said niyleobase sequences : and 



(c) roboticaliy assaying / fay said plurality of synthetic oligonucleotides 
[oligonucleotide compounds] for one or n oj^esirc/d physical, chemical or biological properties. 

14. (Amended) A method of gjenpi^abing a set of [compounds] oligonucleotides that 

modulate the expression of a target nucleic acid sequence via binding of said oligonucleotides with 
said target nucleic acid sequence, comprising the steps of: 

(a) evaluating in silico a plurality of virtual oligonucleotides according to defined 

criteria; 

(b) roboticaliy synthesizing a plurality of svAthetic oligonucleotides [oligonucleotide 
compounds] corresponding to at least some of said virtual oligonucleotides : and 

(c) roboticaliy assaying [a] said plurality of synthetic oligonucleotides 
[oligonucleotide compounds] for one or more desired physicalXchemical or biological properties. 
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method of generating a set of [compounds] ojigpnycleotides that 
modulate the expression of a t„^^ 

said target nucleic acid sequence , comprising the steps of: 

(a) generatmgali^ 

(b) evaluating in s\lico a plurality of virtual oligonucleotides having the nucleobase 
sequences of (a) according to defifted criteria; 

(c) robotically S ynthL 2 ing ap luralityof SV ntheri 
COmpOUndS, ^espondinp to at leas? some ^ o ]ietampinvM ~. md 

(d) robotically assaying [a] said plurality of s^^^l^ 
[ohgonucleot.de compounds] for one o^r more desired physical, chemical or biological properties. 

16- (Amended) A method oV generating a set of [compounds] phgomocleotid^ that 

modulate the -P-sionofatargetnu^ 
said target nucleic acid seq,,^ compjisihg/e steps of: 

a>base sequences in silico according to defined criteria; 

(b) choosing an oligonucleotide chemistry; 

(c) robotically synthesizing a\et of synthetic nl i,n m ,H^„v,., i 0 ,; go „„cleotide 

compounds] »-ing said nudeobase sequences oU (a) and said oUgonucleotide chemistry of step 

(b); v 

(d) robotically assaying said set of»vnthet,c o lit ,.„,;,„ |o | igonucle()tide 

compounds) of step (c) for a physical, chemical or bioWical activity; and 

(e) selecting a subset of said set of sLetic nliZ,,.,^^ [oligonucleotide 
compounds) of step (c) having a desired level of physicaLhemical or biological activity in order 
to generate said set of compounds. 
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17. (Amended) A method of generating a set of [compounds] oligonucleotides that 

modulate the expression of a target nucleic acid sequence via binding of said oligonucleotides with 
said target nucleic acid sequence, comprising the steps of: 

(a) generating a library of nucleobase sequences in silico according to defined criteria; 

(b) choosing an oligonucleotide chemistry; 

(c) evaluating in Jilico a plurality of virtual oligonucleotides having the nucleobase 
sequences of (a) and the oligonucleotide chemistry of (b) according to defined criteria, and selecting 
those having preferred characteristics, in order to generate a set of preferred nucleobase sequences; 

(d) robotically synthesizing a set of synthetic oligonucleotides [oligonucleotide 
compounds] having said preferred nucleobase sequences of step (c) and said oligonucleotide 
chemistry of step (b); 

(e) robotically assayingWd set of synthetic oligonucleotides [oligonucleotide 
compounds] of step (d) for a physical, cjfemical or biological activity; and 

C^l— ^ selecting a subset of said set of synthetic oligonucleotides [oligonucleotide 

compounds] of step (d) having a desired leWof physical, chemical or biological activity in order 
to generate said set of [compounds] oligonucleotides . 

1 8. (Amended) The method of claL [4] 12, wherein said step of robotically assaying 
said plurality of synthetic oligonucleotides [oligonucleotide compounds] is performed by computer- 
controlled real-time polymerase chain reactioij or by computer-controlled enzyme-linked 
immunosorbent assay. 

1 9. (Amended) The method of claim [1 ] lA wherein said target nucleic acid sequence 
is that of a genomic DNA, a cDNA, a product of a polymerase chain reaction, an expressed sequence 
tag, an mRNA or a structural RNA. 
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20. (Amended) The method of claim [1] H, wherein said target nucleic acid sequence 
is a human nucleic acid. 

2 1 . (Amended) A kethod of identifying one or more nucleic acid sequences amenable 
to antisense [modulation] binding of an oligonucleotide to said nucleic acid sequences comprising 
generating a library of antisense nucleobase sequences in silico according to defined criteria. 

22. (Amended) A methdd of [generating] identifying a set of compounds that modulate 
the expression of a target nucleic acid sequence via binding of said compounds with said target 
nucleic acid sequence comprising evaluating in silico a plurality of virtual oligonucleotides 
according to defined criteria. 

23. (Amended) A method of identifying one or more nucleic acid sequences amenable 
to antisense [modulation] binding of an compound to said nucleic acid sequences comprising 

lisense compounds. 

ing one or more nucleic acid sequences amenable 
id to said nucleic acid sequences comprising 



robotically synthesizing a plurality of svnt 



24. (Amended) A method of 

to antisense [modulation] binding of an c y 



ntii 



)mpo 



robotically assaying a plurality of synthetic antisens^ compounds for one or more desired physical, 
chemical or biological properties. 



25. (Amended) A method of identifying oneV more nucleic acid sequences amenable 

to antisense [modulation] binding of an oligonucleotide to\said nucleic acid sequences comprising 
generating in silico a library of nucleobase sequences [in stlico] according to defined criteria and 
evaluating in silico a plurality of virtual oligonucleotidesyiaving said nucleobase sequences 
according to defined criteria. 
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26 - (Amended) A method of identifying one or more nucleic acid sequences amenable to 

antisense [modulation] binding ofian oligonucleotide to said nucleic acid sequences comprising 
evaluating in silico a plurality of virtual oligonucleotides according to defined criteria and robotically 
synthesizing a plurality of synthetic oligonucleotides [oligonucleotide compounds] corresponding to 
least some of said virtual oligonucleotid es. 

27. (Amended) A method of identifying one or more nucleic acid sequences amenable to 

antisense [modulation] binding of an oligonucleotide to said nucleic acid sequences comprising 
evaluating in silico a plurality of virtual oligonucleotides according to defined criteria and robotically 
assaying a plurality of synthetic oligonucleotides [oligonucleotide compounds] corresponding to least 
some of said virtual oligonucleotides for on\ or more desired physical, chemical or biological 
properties. 

28 - (Amended) A method of identifying one or more nucleic acid sequences amenable to 

antisense [modulation] binding of an oligonucleotide to said nucleic acid sequences comprising 
generating a library of nucleobase sequences in siliffla&nrdmg to defined criteria and robotically 
synthesizing a plurality of synthetic oligonucleotides / foligonnrlfinridp compounds] having said 
nucleobase sequences. 



29. (Amended) A method of identifying one orVnore nucleic acid sequences amenable to 
antisense [modulation] binding of an oligonucleotide to said nucleic acid sequences comprising 
robotically synthesizing a plurality of synthetic oligonucleotides [oligonucleotide compounds] and 
robotically assaying said plurality of synthetic oligonucleotides [nliponnr.lporiHp compounds] for one 
or more desired physical, chemical or biological properties. 

30. (Amended) A method of identifying one or more nucleic acid sequences amenable to 
antisense [modulation] binding of a n oligonucleotide to said nucleic acid sequences comprising 
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generating a library of nucleobase sequences in silico according to defined criteria and robotically 
assaying a plurality of synthetic oligonucleotides [oligonucleotide compounds] having said nucleobase 
sequences for one or more desired physical, chemical or biological properties. 

3 1 . (Amended) A method of identifying one or more nucleic acid sequences amenable to 

antisense [modulation] binding of an oligonucleotide to said nucleic acid seq uent comprising the 
steps of: \ 

(a) generating a library of nucleobase sequences in silico according to defined criteria; 

(b) evaluating in silico a plurality of virtual oligonucleotides having the nucleobase 
sequences of (a) according to defined criteria; and 

(c) robotically synthesizing a plurality of synthetic oligonucleotides [oligonucleotide 
compounds] correspondi ng to at least some of sai'd virtual oligonucleotides . 



32. (Amended) Amethodofidentifyii 



i one or more nucleic acid sequences amenable to 



antisense [modulation] binding of an oligonucleotiaeTosay nucleic acid seq uences, comprising the 
steps of: 

(a) generating a library of nucleobase^quences in silico according to defined criteria; 

(b) evaluating in silico a plurality of virtual oligonucleotides having the nucleobase 
sequences of (a) according to defined criteria; and \ 

(c) robotically assaying a plurality of synthetic oligonucleotides [oligonucleotide 
compounds] corresponding to at least s ome of said virtual olig onucleotides for one or more desired 
physical, chemical or biological properties. 



33. (Amended) A method of identifying one or more^nucleic acid sequences amenable to 

antisense [modulation] binding of an oligonucleotide to said nucfeic acid seq uences comprising the 
steps of: \ 

(a) generating a library of nucleobase sequences in sMco according to defined criteria; 
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(b) robotically synthesizing a plurality of synthetic oligonucleotides [oligonucleotide 
compounds] having at least some of said nucleobase sequences : and 

(c) robotically assaying [al said plurality of synthetic oligonucleotides [oligonucleotide 
compounds] for one or more desireti physical, chemical or biological properties. 

34. (Amended) A method ^identifying one or more nucleic acid sequences amenable to 

antisense [modulation] binding of an oligonucleotide to said nucleic acid sequences , comprising the 
steps of: \ 

(a) evaluating in silico a plurality of virtual oligonucleotides according to defined 

criteria; 

(b) robotically synthesizing atyurality of synthetic oligonucleotides [oligonucleotide 
compounds] corresponding to at least some ofisaid virtual oligonucleotides : and 

(c) robotically assaying [a] said plurality of synthetic oligonucleotides [oligonucleotide 
compounds] for one or more desired physical, chemical or biological properties. 

(^2- ^ 5 ' (Amended) A method of identifying <m& or more nucleic acid sequences amenable to 

antisense [modulation] binding of an oligonucleotide to saia nucleic acid sequences , comprising the 
steps of: \ / 

(a) generating a library of nucleobase seq*fepces in silico according to defined criteria; 



(b) evaluating in silico a plurality ofVirtual\oligonucleotides having the nucleobase 
sequences of (a) according to defined criteria; \ 

(c) robotically synthesizing a plurality of synthetic oligonucleotides [oligonucleotide 
compounds] corresponding to least some of said plurality of viAial oligonucleotides : and 

(d) robotically assaying [a] smd plurality of svnthetkkoligonucleotides [oligonucleotide 
compounds] for one or more desired physical, chemical or biological properties. 
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t . M-wi^ca. amenable to 



antisense [modulation] 
steps of: 

°" « enera,i °8 " M W of nucleobase sequences /» , 7 

compounds] ^ ^ ll^t" " ° f (oligonucieotide 
«fc P""" ° f S,EP W - saW "ligonuCeoMde chemishy of step 
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37. 



(Amended) A method of ic 



- — " iIu intm 

antisense [modulation] bindinj^of^^ 

steps of: 

(a) generating a library of nucleLe^ uences in ,„ . 
posing an ol^^^ 

(c) evaluating /„ silica a plurality of villi n y 

°*-~se t ofprefe,^ 

(d) robotically synthesizing a set of J.A- ,■ 

°f**(c); q ^^P^^aidoligonucleotidechemistry 

(e) robotically assaying said set 0 f sv^ L , • 



: oneormorenucleicacidse quenC e Samenableto 

comprising the 
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(f) selecting a subset of said set of oligonucleotides [oligonucleotide compounds] of 
step (d) having a desired level of physical, chemical or biological activity [in order to generate said 
set of compounds]. 

3 8 . (Amended) The method of claim [24] 32, wherein said step of robotically assaying said 

plurality of [nucleic acid sequences] synthetic antisense oligonucleotides is performed by computer- 
controlled real-time polymerase chain reaction or by computer-controlled enzyme-linked 
immunosorbent assay. 



39. 



(Amended) The method of claim tilt^l, wherein said nucleic acid sequence is that 



of a genomic DNA, a cDNA, a product of a polymp ra^eyfchain reaction, an expressed sequence tag, an 
mRNA or a structural RNA. 



40. 



(Amended) The method of claim 



wherein said nucleic acid sequence is a 



human nucleic acid. 



4 1 . (Amended) A computer formatted medium comprising computer readable instructions 

for identifying [active] compounds that have one or more desired properties according to defined 
criteria and that bind to a genomic DNA. a cDNA. a productVpf a polymerase chain reaction, an 
expressed sequence tflf^ an mRNA or a structural RNA. 




43 . (Amended) A computer formattett)aiedium comprising computer readable instructions 

for performing a method of identifying one orWflp nucleic acid sequences amenable to antisense 
[modulation] binding of a compound to said nucleiV acid sequences . 
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45. (Amended) A computer formatt^dtftedium comprising one or more nucleic acid 

^ J sequences amenable to antisense [modulation] bindL^f a compound to said minify ac id ^ 
in computer readable form 



46. 



(Amended) A computer formatted medium compris^fol^ro^^ 



sequences amenable to antisense fmodulationfddlng of a cnmpnnnH to said nucleic „riH c^,,^. 
in computer readable form, wherein said one or r^ nucleic acid sequences is identified according 
to the method of any one of claims 21 [, 22 or 24} 



REMARKS 

Claims 1-46 are pending in the present application. 
Claims 1-41, 43, 45, and 46 have been amended herein. 

The Office Action asserts at page 2 that the present application contains sequence 
disclosures for which errors in the computer readable form have been found. Applicants enclose 
herewith substitute pages 120-131 in order to comply with the Sequence Rules set forth in 37 CFR § 
1.821-1.825. The enclosed substitute pages 120-131 contain the amended Sequence Listing, support 
for which can be found, for example, throughout the specification. No new matter has been added. 
In addition, please find enclosed herewith a Statement to Support Filing and Submission of 
DNA/Amino Acid Sequences in Accordance with 37 CFR §§ 1.821 through 1.825, and a computer 
readable form (CRF). In addition, the contents of the paper copy of the Sequence Listing and 
computer readable copy of the Sequence Listing, submitted in accordance with 37 CFR § 1 .82 1(c) and 
(e), are the same. 

The Examiner also asserts at page 4 of the Office Action that, although Form 1449 was 
received, no references were received. Applicants enclose a copy of the return card showing that the 
Patent Office did, in fact, receive copies of 2 1 7 references in connection with the IDS filed on August 
31, 1999. Applicants will, however, endeavor to resubmit these references if they cannot be found at 
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